There are old women skilled in its preparation who, furnished with the necessary materials, are shut in for two days to distil the ointment. When the house is opened if the women are well and not found lying on the ground, half dead from the fumes of the poison, they are severely punished, and the ointment is thrown away as valueless. The strength of the poison is such that the mere odour of it during the preparation almost kills its makers." This was the first description of the manufacture of curare and was written by Peter Martyr d'Anghera in 1516. It evokes a wonderful picture but sadly, like many of the travellers' tales of those times, it was later found to be largely untrue. Abbé Felix Fontana presented his experiments to the Royal Society in 1780, which clearly demonstrated that the fumes, whilst smelling quite disgusting, had no deleterious effects on either his pigeons or himself. Later, Alexander von Humboldt travelled through South America where he witnessed the manufacture of curare by a slightly drunken local "chemist" at a harvest festival.
stered the paste to a variety of animals. His first experiment was on a wounded dog. "In three or four minutes he smelled at every little thing ... looked wistfully at the wounded part ... staggered, laid himself down and never rose more." He also administered wourali to fowls and an ox, concluding that the effects were dose-related. "Wourali destroys life's action so gently ... the victim appears .... in no pain." At the time it was widely believed that curare had some hypnotic action but the distressing effects of the paralysis were not appreciated until the twentieth century when human experiments were conducted.
On return to England in 1814, Waterton carried out a series of experiments on donkeys. One donkey survived administration of wourali below a tourniquet, but then perished when the tourniquet was released. Another donkey was given wourali but ventilated via a tracheotomy for four hours and then recovered. The confused donkey was then renamed Wooralia and retired out to pasture where she lived for many years. When she died in 1839, Charles Waterton published her obituary.
Clearly Charles Waterton could see some medical potential for the substance, which led to his suggesting that it might be useful in the treatment of hydrophobia (rabies) and lockjaw. There were others who had researched wourali earlier and had similar ideas. Waterton was a close associate of Joseph Banks, He was known to both Benjamin Brodie and Professor Sewell who had carried out their own experiments.
Brodie read a paper to the Royal Society on wourali in 1811, where he suggested that the poison acted on the brain. He reported keeping a rabbit alive for 83 minutes with artificial respiration. When he ceased respiration the rabbit died but he did suggest that it may be possible to maintain artificial respiration until the poison wore off. The following year he proved this hypothesis in a cat that was ventilated for 160 minutes, slept for another 40 minutes, then suddenly woke up and walked away.
In the 1830s, Sewell did try wourali in two cases of equine tetanus, keeping up ventilation for four hours. There were occasional subsequent reports of attempted treatment in humans but since they did not include artificial respiration they were not successful.
At this stage it was still not known how the poison worked but it was presumed that it acted centrally. In the 1850s, the French physiologist Claude Bernard began a series of experiments using curare in frogs. He demonstrated that there was no failure of nerve conduction or of muscles to respond to direct stimulation. He therefore concluded that the site of action was somewhere between the nerve and the muscle. It was many decades before the work of Sir Henry Dale in the 1930s demonstrated the role of acetylcholine at the neuromuscular junction, thus eventually enabling the mechanism of action of curare to be determined. CHRISTINE BALL, ROD WESTHORPE Geoffrey Kaye Museum of Anaesthetic History
